 (J7Med Genet 1996;33:69-72) 
Lissencephaly is a severe brain malformation characterised by a smooth cerebral surface (agyria-pachygyria) and abnormal neuronal migration resulting in profound mental re 4 We report a case of MillerDieker syndrome owing to a familial inversion of chromosome 17 detected by FISH analysis which enabled investigation of relatives and prenatal diagnosis in a subsequent high risk pregnancy.
Case report (fig 1) The proband IV-2 was born at term following a pregnancy complicated by intrauterine growth retardation and polyhydramnios from 20 weeks' gestation. Prenatal ultrasonography indicated short limbs and a cystic mass in the right hypochondrium, thought to be a dilated gall bladder. Chromosome analysis of cultured amniocytes showed an apparently normal male karyotype.
At delivery the birth weight was 2300 g and multiple congenital anomalies were detected consisting ofrhizomelic shortening ofthe limbs, short digits, proximally placed thumbs, partial 2-3 syndactyly of the toes bilaterally, cleft of the soft palate, glandular hypospadias, bilateral undescended testes, and sacral tail. Dysmorphic craniofacial features included prominent forehead, large anterior fontanelle, three hair whorls on the crown, a short neck with a low posterior hairline and redundant skin, short and unusually shaped palpebral fissures, small ears, and small jaw (fig 2) . Postnatally the proband developed laryngeal stridor and growth parameters for length, weight, and OFC followed the 3rd, 3rd, and 10th centiles respectively. Convulsions started at the age of 6 months, at which time the EEG showed clusters of raised voltage high frequency rhythms, raising the possibility of lissencephaly. Very high amplitude activity increasing in frequency from theta through alpha to beta activity has been described in lissencephaly. ' 17 was detected in the proband's mother and grandmother. FISH analysis was offered to other relatives at risk, and enabled first trimester prenatal diagnosis in a subsequent pregnancy of the proband's mother. A fetus with the balanced pericentric inversion was detected, and a healthy infant has subsequently been born.
It is clearly important to distinguish between sporadic 17p deletions and those resulting from cryptic familial rearrangements which have a high recurrence risk in order to provide accurate genetic counselling. In our case the availability of a definitive first trimester prenatal diagnosis was an important factor in the couple's decision to embark upon a further pregnancy. The value of FISH for diagnosis, investigation ofrelatives, and prenatal diagnosis in this family supports the recommendation of Kuwano et al9 that FISH analysis should be performed in all parents of children with MDS resulting from submicroscopic deletions to detect subtle rearrangements associated with a high recurrence risk.
